FIG. 1 

ccggaattcccgggtcgacccacgcgtccggccccccattcaagaagccgctcagctatcccggccagcacagggcgc 
ccggcgcgcctcggagcgcaagttcctcgccttctcctgcccgctcgctgggcattatgcggccaagcagccgagccccagtcctc 
5 ctcctcctcctgctcctccggctcctcctgcggcccgagcggctcagctctcggcaggcggcggcgttgctcagccgagcgcagac 
gggaccctcgcagcgagacctcagcgactcctaaagtcaaaagttggcggcgggcgccgggctccgcgcgctctccacggccgctg 
cctcgcgtcgccgccgcagccaaggagggcaggagggaggggggtgggggcagcggagggaggggtgggaagcaccatgcagtttg 
tatcctgggccacactgctaacgctcctggtgcgggacctggccgagatggggagcccagacgccgcggcggccgtgcgcaaggac 
aggctgcacccgaggcaagtgaaattattagagaccctgagcgaatacgaaatcgtgtctcccatccgagtgaacgctctcggaga 
10 accctttcccacgaacgtccacttcaaaagaacgcgacggagcattaactctgccactgacccctggcctgccttcgcctcctcct 
cttcctcctctacctcctcccaggcgcattaccgcctctctgccttcggccagcagtttctatttaatctcaccgccaatgccgga 
tttatcgctccactgttcactgtcaccctcctcgggacgcccggggtgaatcagaccaagttttattccgaagaggaagcggaact 
caagcactgtttctacaaaggctatgtcaataccaactccgagcacacggccgtcatcagcctctgctcaggaatgctgggcacat 
tccggtctcatgatggggattattttattgaaccactacagtctatggatgaacaagaagatgaagaggaacaaaacaaaccccac 
15 atcatttataggcgcagcgccccccagagagagccctcaacaggaaggcatgcatgtgacacctcagaacacaaaaataggcacag 
taaagacaagaagaaaaccagagcaagaaaatggggagaaaggattaacctggctggtgacgtagcagcattaaacagcggcttag 
caacagaggcattttctgcttatggtaataagacggacaacacaagagaaaagaggacccacagaaggacaaaacgttttttatcc 
£3 tatccacggtttgtagaagtcttggtggtggcagacaacagaatggtttcataccatggagaaaaccttcaacactatattttaac 
tttaatgtcaattgtagcctctatctataaagacccaagtattggaaatttaattaatattgttattgtgaacttaattgtgattc 
20 ataatgaacaggatgggccttccatatcttttaatgctcagacaacattaaaaaacttttgccagtggcagcattcgaagaacagt 
; ccaggtggaatccatcatgatactgctgttctcttaacaagacaggatatctgcagagctcacgacaaatgtgataccttaggcct 
*jS ggctgaactgggaaccatttgtgatccctatagaagctgttctattagtgaagatagtggattgagtacagcttttacgatcgccc 

=S55j 

atgagctgggccatgtgtttaacatgcctcatgatgacaacaacaaatgtaaagaagaaggagttaagagtccccagcatgtcatg 
~ , ^ gctccaacactgaacttctacaccaacccctggatgtggtcaaagtgtagtcgaaaatatatcactgagtttttagacactggtta 
25 tggcgagtgtttgcttaacgaacctgaatccagaccctaccctttgcctgtccaactgccaggcatcctttacaacgtgaataaac 
aatgtgaattgatttttggaccaggttctcaggtgtgcccatatatgatgcagtgcagacggctctggtgcaataacgtcaatgga 
gtacacaaaggctgccggactcagcacacaccctgggccgatgggacggagtgcgagcctggaaagcactgcaagtatggattttg 
Q tgttcccaaagaaatggatgtccccgtgacagatggatcctggggaagttggagtccctttggaacctgctccagaacatgtggag 
f$f| ggggcatcaaaacagccattcgagagtgcaacagaccagaaccaaaaaatggtggaaaatactgtgtaggacgtagaatgaaattt 
O 30 aagtcctgcaacacggagccatgtctcaagcagaagcgagacttccgagatgaacagtgtgctcactttgacgggaagcattttaa 

l? 5 ^ catcaacggtctgcttcccaatgtgcgctgggtccctaaatacagtggaattctgatgaaggaccggtgcaagttgttctgcagag 
tggcagggaacacagcctactatcagcttcgagacagagtgatagatggaactccttgtggccaggacacaaatgatatctgtgtc 
cagggcctttgccggcaagctggatgcgatcatgttttaaactcaaaagcccggagagataaatgtggggtttgtggtggcgataa 
ttcttcatgcaaaacagtggcaggaacatttaatacagtacattatggttacaatactgtggtccgaattccagctggtgctacca 
35 atattgatgtgcggcagcacagtttctcaggggaaacagacgatgacaactacttagctttatcaagcagtaaaggtgaattcttg 
ctaaatggaaactttgttgtcacaatggccaaaagggaaattcgcattgggaatgctgtggtagagtacagtgggtccgagactgc 
cgtagaaagaattaactcaacagatcgcattgagcaagaacttttgcttcaggttttgtcggtgggaaagttgtacaaccccgatg 
tacgctattctttcaatattccaattgaagataaacctcagcagttttactggaacagtcatgggccatggcaagcatgcagtaaa 
ccctgccaaggggaacggaaacgaaaacttgtttgcaccagggaatctgatcagcttactgtttctgatcaaagatgcgatcggct 
40 gccccagcctggacacattactgaaccctgtggtacagactgtgacctgaggtggcatgttgccagcaggagtgaatgtagtgccc 
agtgtggcttgggttaccgcacattggacatctactgtgccaaatatagcaggctggatgggaagactgagaaggttgatgatggt 
ttttgcagcagccatcccaaaccaagcaaccgtgaaaaatgctcaggggaatgtaacacgggtggctggcgctattctgcctggac 
tgaatgttcaaaaagctgtgacggtgggacccagaggagaagggctatttgtgtcaatacccgaaatgatgtactggatgacagca 
aatgcacacatcaagagaaagttaccattcagaggtgcagtgagttcccttgtccacagtggaaatctggagactggtcagagtgc 
45 ttggtcacctgtggaaaagggcataagcaccgccaggtctggtgtcagtttggtgaagatcgattaaatgatagaatgtgtgaccc 




tgagaccaagccaacatctatgcagacttgtcagcagccggaatgtgcatcctggcaggcgggtccctggggacagtgcagtgtca 
cttgtggacagggataccagctaagagcagtgaaatgcatcattgggacttatatgtcagtggtagatgacaatgactgtaatgca 
gcaactagaccaactgatacccaggactgtgaattaccatcatgtcatcctcccccagctgccccggaaacgaggagaagcacata 
cagtgcaccaagaacccagtggcgatttgggtcttggaccccatgctcagccacttgtgggaaaggtacccggatgagatacgtca 
5 gctgccgagatgagaatggctctgtggctgacgagagtgcctgtgctaccctgcctagaccagtggcaaaggaagaatgttctgtg 
acaccctgtgggcaatggaaggccttggactggagctcttgctctgtgacctgtgggcaaggtagggcaacccggcaagtgatgtg 
tgtcaactacagtgaccacgtgatcgatcggagtgagtgtgaccaggattatatcccagaaactgaccaggactgttccatgtcac 
catgccctcaaaggaccccagacagtggcttagctcagcaccccttccaaaatgaggactatcgtccccggagcgccagccccagc 
cgcacccatgtgctcggtggaaaccagtggagaactggcccctggggagcatgttccagtacctgtgctggcggatcccagcggcg 

1 0 tgttgttgtatgtcaggatgaaaatggatacaccgcaaacgactgtgtggagagaataaaacctgatgagcaaagagcctgtgaat 
ccggcccttgtcctcagtgggcttatggcaactggggagagtgcactaagctgtgtggtggaggcataagaacaagactggtggtc 
tgtcagcggtccaacggtgaacggtttccagatttgagctgtgaaattcttgataaacctcccgatcgtgagcagtgtaacacaca 
tgcttgtccacacgacgctgcatggagtactggcccttggagctcgtgttctgtctcttgtggtcgagggcataaacaacgaaatg 
tt tact gcatggcaaaagatggaagccatttagaaagt gat tactgtaagcacctggctaagccacatgggcacagaaagtgccga 

15 ggaggaagatgccccaaatggaaagctggcgcttggagtcagtgctctgtgtcctgtggccgaggcgtacagcagaggcatgtggg 
ctgtcagatcggaacacacaaaatagccagagagaccgagtgcaacccatacaccagaccggagtcggaacgcgactgccaaggcc 
cacggtgtcccctctacacttggagggcagaggaatggcaagaatgcaccaagacctgcggcgaaggctccaggtaccgcaaggtg 
gtgtgtgtggatgacaacaaaaacgaggtgcatggggcacgctgtgacgtgagcaagcggccggtggaccgtgaaagctgtagttt 
gcaaccctgcgagtatgtctggatcacaggagaatggtcagaggtaccgtcctgggaactgtaaccatcgtcagctcagccatggc 

20 ctgagagtggcagagggatgagtggagggatgagtgcaggaatgtgggagacttgaggctacccgcccgatttgccactgtgaact 
gtgtgttttctgacaagtcctcagctttcccaagctagaattccttgtatgcaaagcgggagagatgtaagagatggtctctaagt 
cccttcaggtctacattctgtgattcaccttgatgtcctattggcataaagaagaaattattacaggggctgcaaactcataggat 
gctgtgaggtgcctgaagacagttaagtataagaaaatattgtagtgccagggatacaacaaggagagatggcaactgtgacaaac 
tagcacatgctgtgtgaagggagcagaatctctttcactccagctgtggccatgcagaaatgtggtctagcgttaccagacctgat 

25 ttttcaagagaggctaaaaatctggactagtatgtgagatttcctaacttgaaaatgggggctgaaatttttggttttaaaacatt 
gtaaggggcaaacaaacccctttcatgaaccagatgtgttgtgcctgtttaacaaacagcttcagaggaagaaaataattttctat 
aatatccgaagtatctcaagtac 
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mqfvswatlltllvrdlaemgspdaaaavrkdrlhprqvklletlseyeivspirvnalgepfptnvhfkrtrrsins 
5 atdpwpafasssssstssqahyrlsafgqqflfnltanagfiaplftvtllgtpgvnqtkfyseeeaelkhcfykgyvntnsehta 
vislcsgmlgtfrshdgdyfieplqsmdeqedeeeqnkphiiyrrsapqrepstgrhacdtsehknrhskdkkktrarkwgerinl 
agdvaalnsglateaf saygnktdntrekrthrrtkrf lsypr f vevlwadnrmvsyhgenlqhyiltlmsivasiykdpsignl 
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spfgtcsrtcgggiktairecnrpepknggkycvgrrmkfkscntepclkqkrdf rdeqcahf dgkhf ningllpnvrwvpkysgi 
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ntvvripagatnidvrqhsf sgetdddnylalssskgef llngnf vvtmakreirignavveysgsetaverinstdrieqelllq 
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Domain structure of ADAMTS-SI 

Signal peptide (1-18), Prociomain (19-287), Furin cleavage site (288), 
Metalioproteinase domain (289-478), Zinc binding motif (434-446), 
Heparin binding motif (478-482), Disintegrin domain (509-578), 
Thrombospondin motif (589-642), Spacer region (643-1014), 
Thrombospondin submotifs (1001-1053, 1056-1108, 1111-1165, 1186-1239, 
1240-1295, 1332-1383, 1386-1439,14 4 5-1500, 1501-1554, 1559-1612) 
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ADAMTS-SI 

1630 aa 



CCGGAATTCC CGGGTCGACC CACGCGTCCG GCCCCCCATT CAAGAAGCCG CTCAGCTATC 
GGCCT7AAGG GCCCAGCTGG GTGCGCAGGC CGGGGGGTAA GTTCTTCGGC GAGTCGATAG 



CCGGCCAGCA CAGGGCGCCC GGCGCGCCTC GGAGCGCAAG TTCCTCGCCT TCTCCTGCCC 
GGCCGGTCGT GTCCCGCGGG CCGCGCGGAG CCTCGCGTTC AAGGAGCGGA AGAGGACGGG 

GCTCGCTGGG CATTATGCGG CCAAGCAGCC GAGCCCCAGT CCTCCTCCTC CTCCTGCTCC 
CGAGCGACCC GTAA7ACGCC GGTTCGTCGG CTCGGGGTCA GGAGGAGGAG GAGGACGAGG 

TCCGGCTCCT CCTGCGGCCC GAGCGGCTCA GCTCTCGGCA GGCGGCGGCG TTGCTCAGCC 
AGGCCGAGGA GGACGCCGGG CTCGCCGAGT CGAGAGCCGT CCGCCGCCGC AACGAGTCGG 

GAGCGCAGAC GGGACCCTCG CAGCGAGACC TCAGCGACTC CTAAAGTCAA AAGTTGGCGG 
CTCGCGTCTG CCC7GGGAGC GTCGCTCTGG AGTCGCTGAG GATTTCAGTT TTCAACCGCC 

CGGGCGCCGG GCTCCGCGCG CTCTCCACGG CCGCTGCCTC GCGTCGCCGC CGCAGCCAAG 
GCCCGCGGCC CGAGGCGCGC GAGAGGTGCC GGCGACGGAG CGCAGCGGCG GCGTCGGTTC 

M Q F 
Start met 

Kozak consensus 

Signal .peptide 

GAGGGCAGGA GGGAGGGGGG TGGGGGCAGC GGAGGGAGGG GTGGGAAGCA CCATGCAGTT 
CTCCCGTCCT CCCTCCCCCC ACCCCCGTCG CCTCCCTCCC CACCCTTCGT GGTACGTCAA 

VSW ATLL TLL VRD L A E M GSP 

signal peptide cleavage site 

Signal peptide Prodomain 

TGTATCCTGG GCCACACTGC TAACGCTCCT GGTGCGGGAC CTGGCCGAGA TGGGGAGCCC 
ACATAGGACC CGGTGTGACG ATTGCGAGGA CCACGCCCTG GACCGGCTCT ACCCCTCGGG 

DAA A A V R KDR LHP RQVK LLE 

Prodomain 



AGACGCCGCG GCGGCCGTGC GCAAGGACAG GCTGCACCCG AGGCAAGTGA AATTATTAGA 
TCTGCGGCGC CGCCGGCACG CGTTCCTGTC CGACGTGGGC TCCGTTCACT TTAATAATCT 

2 TLS EYEI VSP IRV NALG EPF 

Prodomain 

GACCCTGAGC GAATACGAAA TCGTGTCTCC CATCCGAGTG AACGCTCTCG GAGAACCCTT 
CTGGGACTCG CTTATGCTTT AGCACAGAGG GTAGGCTCAC TTGCGAGAGC CTCTTGGGAA 

2 PTN VHFK RTR RSI NSAT DPW 

Prodomain 

TCCCACGAAC GTCCACTTCA AAAGAACGCG ACGGAGCATT AACTCTGCCA CTGACCCCTG 



S3 

Ma 



+ 2 P A F ASSS SSS 7 S S Q A H Y R L ; 

Prodoma ir. 

6€1 GCCTGCCTTC GCCTCCTCCT CTTCCTCCTC TACCTCCTCC CAGGCGCATT ACCGCCTCTC 
CGGACGGAAG CGGAGGAGGA GAAGGAGGAG ATGGAGGAGG GTCCGCGTAA TGGCGGAGAG 

+ 2 AFG QQFL FNL TAN A G F I API 

Prodoma ir. 

721 TGCCTTCGGC CAGCAGTTTC TA7TTAATCT CACCGCCAAT GCCGGATTTA TCGCTCCAC- 
ACGGAAGCCG GTCGTCAAAG AT AAA TT AG A GTGGCGGTTA CGGCCTAAAT AGCGAGGTGA 

*2 FTV TLLG TPG V N Q T K F Y SEE 

Prodomair. 

781 GTTCACTGTC ACCCTCCTCG GGACGCCCGG GGTGAATCAG ACCAAGTTTT A7TCCGAAGA 
CAAGTGACAG TGGGAGGAGC CCTGCGGGCC CCACTTAGTC TGGTTCAAAA TAAGGCTTCT 

*2 EAE LKHC F Y K GYV NTNS EHT 

Prodomain 

=N 84 * GGAAGCGGAA CTCAAGCACT GTTTCTACAA AGGCTATGTC AATACCAACT CCGAGCACAC 

CCTTCGCCTT GAGTTCGTGA CAAAGATGTT TCCGATACAG TTATGGTTGA GGCTCGTGTG 

3 + 2 AVI SLCS GML GTF R S H D GDY 

|f«* Prodomain 

O =- SS! = = ** : = = = *= *»-= = = = -- = * = = = = **==S = = = = = = = = = =»S ! SS = = I s ; :S:» = = *S»» = = = = SS 

Q 901 GGCCGTCATC AGCCTCTGCT CAGGAATGCT GGGCACATTC CGGTCTCATG ATGGGGATTA 

l|f| CCGGCAGTAG TCGGAGACGA GTCCTTACGA CCCGTGTAAG GCCAGAGTAC TACCCCTAAT 

j!j * 2 FIE P L Q S MDE QED EEEQ NKP 

Prodomain 

961 TTTTATTGAA CCACTACAGT CTATGGATGA ACAAGAAGAT GAAGAGGAAC AAAACAAACC 
AAAATAACTT GGTGATGTCA GATACCTACT TGTTCTTCTA CTTCTCCTTG TTTTGTTTGG 

+ 2 HII YRRS APQ REP STGR HAC 
Prodomain 

1021 C CACAT CATT TATAGGCGCA GCGCCCCCCA GAGAGAGCCC TCAACAGGAA GGCATGCATG 
GGTGTAGTAA ATATCCGCGT CGCGGGGGGT CTCTCTCGGG AGTTGTCCTT CCGTACGTAC 

♦2 DTS EHKN RHS KDK KKTR ARK 
Prodomain 

1081 TGACACCTCA GAACACAAAA ATAGG CACAG TAAAGACAAG AAGAAAACCA GAGCAAGAAA 

ACTGTGGAGT CTTGTGTTTT TATCCGTGTC ATTTCTGTTC TTCTTTTGGT CTCGTTCTTT 

+ 2 WGE RINL AGO V A A LNSG LAT 
Prodomain 

1141 ATGGGGAGAA AGGATTAACC TGGCTGGTGA CGTAGCAGCA TTAAACAGCG GCTTAGCAAC 

TACCCCTCTT TCCTAATTGG ACCGACCACT GCATCGTCGT AATTTGTCGC CGAATCGTTG 



'2 E A F SAYG N K 7 D N 7 R E K R 7 H r. 
Prodoma ir. 

12 01 AGAGGCA7TT 7CTGCT7A7G GTAATAAGAC GGACAACACA AGAGAAAAGA GGACCCACAG 

7C7CCG7 AAA AGACGAA7AC CA7TATTC7G CC7G7TGTGT 7C7CTT77CT CC7GGG7G7C 

+ 2 K7K RFLS Y P r F V E VLVV A D N 
Furin Cieavaoe site 

Prodoma ir Metal lop rot einase domain 

1261 AAGGACAAAA CG77777TAT CC7A7CCACG G77TG7AGAA G7CTTGG7GG 7GGCAGACAA 
77CC7GTT77 GCAAAAAA7A GGATAGG7GC CAAACA7C7T CAGAACCACC ACCGTCTGT7 

+ 2 RMV SYHG ENL Q H Y ILTL MSI 

Metalloproteinase domain 

G 1 3 21 CAGAA7GGTT 7CA7ACCA7G GAGAAAACC7 7CAACAC7AT A7TTTAACTT 7AA7G7CAA7 

CI G7CTTACCAA AG7A7GG7AC CTCT7TTGGA AG77G7GA7A 7AAAATTGAA A77ACAG7TA 

FfLJ +2VA5IYKDPSIGNLINIVIVN 
sj2 Metalloproteinase domain 

%J 13 81 7GTAGCCTC7 ATC7A7AAAG ACCCAAGTAT 7GG AAATTTA A7TAATATTG TTATTGTGAA 

- ACA7CGGAGA 7AGATATTTC 7GGGTTCATA ACC7TTAAAT TAATTATAAC AATAA CACTI 

*2 LIVIHNE QDG PSI S F N A Q T T 

Metalloproteinase domain 



14 4 1 CTTAATTGTG ATT CAT AATG AACAGGATGG GCCTTCCATA TCTTTTAATG CTCAGACAAC 

GAATTAACAC 7AAGTATTAC TTGTCCTACC CGGAAGGTAT AGAAAATTAC GAGTCTGTTG 

+ 2 LKN FCQW QHS KNS PGGI HHC 

Metalloproteinase domain 

15 01 ATTAAAAAAC TTTTGCCAGT GGCAGCATTC GAAGAACAGT CCAGGTGGAA TCCATCATGA 

TAATT7TTTG AAAACGGTCA CCGTCG7 AAG CTTCTTGTCA GGTCCACCTT AGGT AGT ACT 

+ 2 TAV LLTR Q D I CRA HDKC DTI 
Metalloproteinase domain 

1561 TACTGCTGTT CTCTTAACAA GACAGGATAT CTGCAGAGCT CACGACAAAT GTGATACCTT 
ATGACGACAA GAGAATTGTT CTGTCC7ATA GACGTCTCGA GTGCTGTTTA CACTATGGAA 

♦ 2 GLA ELGT ICC PYR SCSI SEC 
Metalloproteinase domain 

16 21 AGGCCTGGCT GAACTGGGAA CCATTTGTGA TCCCTATAGA AGCTGTTCTA TT AGT G AAG A 

TCCGGACCGA CTTGACCCTT GGTAAACACT AGGGATATCT TCGACAAGAT AATCACTTC7 



SGI. STAF TIA HEL GHVF NM? 

Zinc Binding Domain 



Metaiioproteinase domain 



IS 81 7AG7GGATTG AGTACAGC7T TTACGATCGC CCATGAGCTG GGCCATGTGT TTAACATGCC 
ATCACCTAAC TCATGTCGAA AATGCTAGCG GGTACTCGAC CCGGTACACA AATTGTACGG 

+ 2 HDD NNKC KHE GVK SPQH VMA. 
2inc Binding Domain 

Metaiioproteinase domair. 

174 1 TCATGATGAC AACAACAAAT GTAAAGAAGA AGGAGTTAAG AGTCCCCAGC ATGTCATGGC 
Q AGTACTACTG TTGTTGTTTA CATTTCTTCT TCCTCAATTC TCAGGGG7CG TACAGTACCG 

43 

42 +2 PTLNFY7NPWMWSKCSRKYI 

Heparin Binding Motif 

m ? 

*M = = = = == = = = = = = = = 

Jj^ Metaiioproteinase domain Heparin Binding Motif 

jt = 9 „ - 

Sj 18 01 TCCAACACTG AACTT C7ACA CCAACCCC7G GA7G7GG7CA AAG7G7AG7C GAAAA7A7A7 

B AGGT7G7GAC TTGAAGA7GT GG7TGGGGAC C7ACACCAGT 77 CAC AT C AG CT7TTA7A7A 

+ 2 T EF LDTG YGE CLL N E P E SRP 
^ 1861 CAC7GAGTTT TTAGACACTG GTTATGGCGA G7GTTTGCTT AACGAACCTG AATCCAGACC 

J2 G7GACTCAAA AATCTG7GAC CAA7ACCGCT CACAAACGAA T7GCT7GGAC TTAGG7CTGG 

£1 

^ +2YPLPVQLPGILYNVNKQCEL 

b& ^ 

Dismtegrin domain 

1921 CTACCCTTTG CCTGTCCAAC 7GC CAGGC AT CCT77ACAAC GTGAA7AAAC AATGTGAATT 
GATGGGAAAC GGACAGGTTG ACGGTCCGTA GGAAATGTTG CACTT ATTTG T7ACACTTAA 

+ 2 IFG PGSQ VCP YMM QCRR L W C 

Disintegrin domain 

1981 GATTTTTGGA CCAGGTTCTC AGG7GTGCCC ATATATGATG CAG7GCAGAC GGCTC7GGTG 
CTAAAAACCT GGTCCAAGAG TCCACACGGG 7 AT AT ACT AC GTCACGTCTG CCGAGACCAC 

+ 2 NNV NGVH KGC RTQ HTPW ADG 
Disintegrin domain 

2 04 1 CAATAACGTC AATGGAGTAC ACAAAGGCTG CCGGACTCAG CACACACCCT GGGCCGATGG 
GTTATTGCAG TTACCTCATG TG7TTCCGAC GGCC7GAGTC GTGTGTGGGA CCCGGCTACC 

+ 2 TEC EPGK HCK YGF CVPK EMD 
Disintegrin domain 

2101 GACGGAGTGC GAGCCTGGAA AGCACTGCAA GTATGGATTT TGTGTTCCCA AAGAAATGGA 
CTGCC7CACG CTCGGACCTT TCG7GACGTT CA7ACC7AAA A C A CAAGGGT TTCTTTACCT 



V P V TDGS W G S W S F FGTC S R 7 
Disintegnn domain TSF" 

TGTCCCCGTG ACAGA7GGAT CCTGGGGAAG TTGGAGTCCC 7TTGGAACCT GCTCCAGAAC 
ACAGGGGCAC 7G7C7ACC7A GGACCCCTTC AACCTCAGGG AAACCTTGGA CGAGGTCTTG 

CGG G I K 7 AIR E C N RPEP KNG 

7SF1 

ATGTGGAGGG GGCA7CAAAA CAGCCATTCG AGAGTGCAAC AGACCAGAAC CAAAAAATGG 
TACACCTCCC CCG7AG7TTT G7CGG7AAGC 7CTCACGT7G TC7GG7C7TG G7T7777ACC 

GKY CVGR RMK FKS CN7E PCL 
TSP1 Spacer Region 

7GGAAAATAC 7G7G7AGGAC G7AGAA7GAA A77TAAGTCC 7GCAACACGG AGCCA7G7C7 
ACC7TT7ATG ACACAT CCTG CATC77AC77 7AAATTCAGG ACGTTG7GCC 7CGG7ACAGA 

KQK RDFR DEC; CAH FDGK HFN 

Spacer Region 

CAAGCAGAAG CGAGACTTCC GAGA7GAACA G7GTGCTCAC T7TGACGGGA AGCATTTTAA 
GTTCGTCTTC GCTCTGAAGG CTCTACTTGT CACACGAGTG AAACTGCCCT TCGTAAAATT 

I N G LLPN VRW VPK YSGI LMK 

Spacer Region 

CAT CAACGGT CTGCT7CCCA ATGTGCGCTG GGTCCCTAAA TACAGTGGAA TTC7GATGAA 
GTAGTTGCCA GACGAAGGGT TACACGCGAC CCAGGGATTT ATGTCACCTT AAGACTACTT 

DRC KLFC RVA G NT A Y Y Q L R D 

Spacer Region 

GGACCGGTGC AAGTTGTTCT GCAGAGTGGC AGGGAACACA GCCTACTATC AGCTTCGAGA 
CCTGGCCACG TTCAACAAGA CGTCTCACCG TCCCTTGTGT CGGATGATAG TCGAAGCTCT 

RVI DG TP CGQ DTN DICV QGL 

Spacer Region 

CAGAGTGATA GATGGAACTC CTTGTGGCCA GGACACAAAT GATATCTGTG TCCAGGGCCT 
GTCTCACTAT CTACCTTGAG GAACACCGGT CCTGTGTTTA CTATAGACAC AGGTCCCGGA 

CRQ AGCD HVL NSK ARRD KCG 

Spacer Region 

TTGCCGGCAA GCTGGATGCG ATCATGTTTT AAACTCAAAA GCCCGGAGAG ATAAATGTGG 
AACGGCCGTT CGACCTACGC 7AG7ACAAAA 7TTGAGTTTT CGGGCCTCTC TATTTACACC 

VCG GDNS SCK T V A GTFN TVH 

Spacer Region 

GG7TTGTGGT GGCGATAATT CTTCATGCAA AACAGTGGCA GGAACATTTA ATACAGTACA 
CCAAACACCA CCGCTATTAA GAAGTACGTT TTGTCACCGT CCTTGTAAAT TATGTCATGT 



+ 2 Y G Y N T V V RIP A G A TNID V R £ 

Spacer Region 

17 01 77A7GG77AC AA7ACTG7GG TCCGAATTCC AGCTGG7GCT ACCAATAT7G A7GTGCGGCA 
AA7ACCAA7G 77A7GACACC AGGCT7AAGG 7CGACCACGA TGGT7A7AAC 7ACACGCCG7 

+ 2 HSF SGET DDD N Y L ALSS SKG 

Spacer Region 

2761 GCACAGTT7C 7CAGGGGAAA CAGACGA7GA CAAC7AC7TA GC77TA7CAA GCAG7AAAGG 
CG7G7CAAAG AG7CCCCT7T G7C7GCTACT GT7GA7GAAT CGAAA7AGTT CGTCA777CC 



+ 2 E F L LNGN FVV 7 M A KREI RIG 

Spacer Regior* 

2 821 TGAATTCTTG C7AAATGGAA AC777G7TGT CACAA7GGCC AAAAGGGAAA TTCGCATTGG 
AC7TAAGAAC GA777ACCTT 7GAAACAACA G7G77ACCGG 7777CCC7TT AAGCG7AACC 

♦ 2 NAV VEYS GSE 7 A V ERIN S7T 

: ^ Spacer Region 

jjjj 

=jS 2 8 81 GAA7GCTGTG G7AGAGTACA G7GGG7CCGA GAC7GCCGTA GAAAGAATTA ACTCAACAGA 

P CT7ACGACAC CATC7CA7GT CACCCAGGCT C7GACGGCAT C7T7C77AAT 7GAG77GTC7 

g +2 RIE QELL L Q V LSV GKLY NPC 

Spacer Region 

2 941 7CG CA77GAG CAAGAACTTT 7GC77CAGGT 777G7CGG7G GGAAAG77GT ACAACCCCGA 

AGCGTAACTC GT7CT7GAAA ACGAAG7CCA AAACAGCCAC CCTTTCAACA 7GTTGGGGC7 



+ 2 VRY.SFNI PIE DKP QQFY WNS 
Spacer Region 

3 001 7G7ACGC7AT 7CT77CAA7A 7TCCAA7TGA AGA7AAACCT CAG CAGTTTT ACTGGAACAG 
ACA7GCGA7A AGAAAGT7AT AAGGT7AACT 7C7A7T7GGA G7CGTCAAAA 7GACC77GTC 



+ 2 HGP WQAC SKP COG ERKR K L V 
Spacer Region 

3 061 TCATGGGCCA 7GGCAAGCAT GCAG7AAACC CTGCCAAGGG GAACGGAAAC GAAAACT7G7 

AGTACCCGGT AC CGTTCGTA CGTCATTTGG GACGGTTCCC CTTGCC7TTG CTTTTGAACA 

+ 2 CTR ESDQ LTV SDQ RCDR L P t 
Spacer Region 

3121 TTGCACCAGG GAATCTGATC AGCTTACTGT 7TCTGATCAA AGATGCGATC GGCTGCCCCA 
AACGTGGTCC CTTAGAC7AG TCGAATGACA AAGAC7AGTT 7CTACGCTAG CCGACGGGG7 

+ 2 PGH ITEP CGT DCD LRWH VAS 
Spacer Region 

3181 GCCTGGACAC ATTACTGAAC CCTGTGG7AC AGAC7GTGAC CTGAGGTGGC ATGTTGCCAG 

CGGACCTGTG 7AATGACTTG GGACACCA7G 7C7GACACTG GACTCCACCG TACAACGGTC 



+ 2 RSE C S A Q CGL G Y R TLDI Y C A 
Spacer Region 

3 24 1 CAGGAGTGAA TG7AGTGCCC AGTGTGGCTT GGGT7ACCGC ACATTGGACA TCTACTGTGC 
GTCCTCACTT ACATCACGGG TCACACCGAA CCCAATGGCG TGTAACCTGT AGATGACACG 

+ 2 K Y S RLDG KTE KVD DGFC SSH 
Spacer Keoion 

3 3 01 CAAATATAGC AGGC7GGATG GGAAGACTGA GAAGGTTGAT GATGGTTTTT GCAGCAGCCA 
GTTTATATCG TCCGACCTAC CC7TCTGACT CTTCCAACTA CTACCAAAAA CGTCGTCGG7 

+ 2 PKF S N R E KCS G E C NTGG WRY 
Spacer Region 

3 361 TCCCAAACCA AGCAACCGTG AAAAATGCTC AGGGGAATGT AACACGGGTG GCTGGCGCTA 

AGGGTTTGGT TCGTTGGCAC 7TTTTACGAG TCCCCTTACA TTGTGCCCAC CGACCGCGAT 

+ 2 SAW TECS KSC DGG TQRR R A I 
N Spacer Region TSP2 

r; ~n ~ ssssss; r = =st = = w= = s*** = s* = = = = s = s = = = = s= - = = = = :: = = »a= = i:=»= = = »= = = = = = = ;s = 

^ 3421 TTCTGCCTGG ACT GAATGTT CAAAAAGCTG TGACGGTGGG ACCCAGAGGA GAAGGGCTAT 

§H AAGACGGACC TGACTTACAA GTTTTTCGAC ACTGCCACCC TGGGTCTCCT CTTCCCGATA 

3 +2CVNTRNOVLDDSKCTHQEKV 
|?A TSF2 

^ 3 4 81 TTGTGTCAAT ACCCGAAATG ATGTACTGGA TGACAGCAAA TGCACACATC AAGAGAAAGT 

AACACAGTTA TGGGCTTTAC TACATGACCT ACTGTCGTTT ACGTGTGTAG TTCTCTTTCA 

r? +2 T I 0 RCSE FPC PQVi KSGD WSE 

TSP2 TSP3 

3 541 TACCATTCAG AGGTGCAGTG AGTTCCCTTG TCCACAGTGG AAATCTGGAG ACTGGTCAGA 
ATGGTAAGTC TCCACGTCAC TCAAGGGAAC AGGTGTCACC TTTAGACCTC TGACCAGTCT 

+ 2 CLV TCGK GHK HRQ VWCQ FGE 

TSP3 

3 6 01 GTGCTTGGTC ACCTGTGGAA AAGGGCATAA GCACCGCCAG GTCTGGTGTC AGTTTGGTGA 
CACGAACCAG TGGACACCTT TTCCCGTATT CGTGGCGGTC CAGACCACAG TCAAACCACT 

+ 2 DRL NDRM CDF ETK PTSM QTC 
TSP3 

3 661 AGATCGATTA AATGATAGAA TGTGTGACCC TGAGACCAAG CCAACATCTA TGCAGACTTG 
TCTAGCTAAT TTACTATCTT ACACACTGGG ACTCTGGTTC GGTTGTAGAT ACGTCTGAAC 

+ 2 QOP ECAS WQA GPW GQCS VTC 
TSP3 TSP4 

3 7 21 TCAGCAGCCG GAATGTGCAT CCTGGCAGGC GGGTCCCTGG GGACAGTGCA GTGTCACTTG 
AGTCGTCGGC CTTACACGTA GGACCGTCCG CCCAGGGACC CCTGTCACGT CACAGTGAAC 



»I GOG YQ'-K A V K CI! GTYM S V V 

TSP4 

3 7 5 1 7GGACAGGGA TACCAGC7AA GAGCAGTGAA ATGCATCATT GGGACTTATA TGTCAGTGGT 
ACCTGTCCCT ATGG7CGATT CTCGTCACTT TACGTAGTAA CCCTGAATAT ACAGTCACCA 

+ 2 DDN D C N , A ATP. PTC' TQDC ELF 
TSP4 

3 84 1 AGATGACAAT GACTGTAATG CAGCAACTAG ACCAACTGAT ACCCAGGACT GTGAATTACC 

TCTACTG7TA CTGACATTAC GTCGTTGATC TGG7TGACTA TGGGTCCTGA CACTTAA7GG 

-2 SCH PPPA A P F TRR STYS APR 
TSP4 

3 901 ATCATGTCAT CCTCCCCCAG CTGCCCCGGA AACGAGGAGA AGCACATACA GTGCACCAAG 

TAGTACAGTA GGAGGGGGTC GACGGGGCCT TTGCTCCTCT TCGTG7ATGT CACGTGGTTC 

+ 2 TQW RFGS W7P CSA 7CGK GTR 

SI TSPS 

E -S 3 961 AACCCAGTGG CGATTTGGGT CTTGGACCCC ATGCTCAGCC ACTTGTGGGA AAGGTACCCG 

J* T7GGGTCACC GC7AAACCCA GAACC7GGGG 7ACGAGTCGG TGAACACCCT TTCCA7GGGC 



"-4 



+ 2 MRY VSCR DEN GSV ADES A C A 

f TSPS 

^3 4 021 GA7GAGATAC GTCAGCTGCC GAGATGAGAA 7GGCTCTGTG GCTGACGAGA G7GCCTGTGC 

M C7AC7CTATG CAG7CGACGG CTCTACTCTT ACCGAGACAC CGACTGCTCT CACGGACACG 

& a 

Q +2 TLP R PV A KEE CSVTPCGQWK 

TSP5 TSP6 

4 081 TACCCTGCCT AG AC CAGTGG CAAAGGAAGA ATGT7CTGTG ACACCC7GTG GGCAA7GGAA 
ATGGGACGGA TCTGGTCACC GTTTCCTTCT 7ACAAGACAC TG7GGGACAC CCGTTACCT7 

+ 2 ALD WSSC SVT CGQ GRAT RQV 

7SP6 

4 141 GGCC77GGAC TGGAGCTCTT GCTCTGTGAC CTG7GGGCAA GG7AGGGCAA CCCGGCAAG7 
CCGGAACCTG ACCTCGAGAA CGAGACAC7G GACACCCGTT CCATCCCGTT GGGCCGTTCA 

*2 MCV NYSD HVI DRS ECDQ DYI 
TSP€ 



4 2 01 GATGTGTGTC AACTACAGTG ACCACGTGAT CGATCGGAGT GAGTGTGACC AGGATTATAT 
CTACACACAG TTGATGTCAC TGGTGCAC7A GCTAGCCTCA CTCACACTGG TCC7AA7ATA 

♦ 2 PET DQDC SMS PCP QRTP D S G 
TSP€ 

4 261 CCCAGAAACT GACCAGGACT GTTCCATGTC ACCATGCCCT CAAAGGACCC CAG A CAGTGG 

GGGTCTTTGA CTGGTCC7GA CAAGGTACAG TGGTACGGGA GTTTCCTGGG GTCTGTCACC 



LAC HPFO NED YRF R S A S PSF. 
CTTAGCTCAG CACCCCTTCC AAAA7GAGGA CTATCGTCCC CGGAGCGCCA GCCCCAGCCG 
GAATCGAGTC GTGGGGAAGG TTTTACTCCT GATAGCAGGG GCCTCGCGGT CGGGGTCGGC 



THV LGGN QWR TGF W G A C ' S 



TSP" 



CACCCATGTG CTCGGTGGAA ACCAGTGGAG AACTGGCCCC TGGGGAGCAT GTTCCAGTAC 
GTGGG7ACAC GAGCCACCTT TGGTCACCTC TTGACCGGGG ACCCCTCGTA CAAGGTCA7G 

CAG GSQR RVV VCC DENG YTA 

TSF- 



CTGTGCTGGC GGATCCCAGC GGCG7GTTGT 7GTATGTCAG GATGAAAATG GATACACCGC 

GACACGACCG CCTAGGGTCG CCGCACAACA ACATACAGTC CTACTTTTAC CTA7GTGGCG 

N D C VERI KPD EOR ACES GPC 
TSP7 

AAACGACTGT GTGGAGAGAA TAAAACCTGA TGAGCAAAGA GCCTGTGAAT CCGGCCCTTG 

TTTGCTGACA CACCTCTCTT ATTTTGGACT ACTCGTTTCT CGGACACTTA GGCCGGGAAC 

PQW A Y G N WGE CTK LCGG GIR 

TSP7 Tspe 



TCCTCAGTGG GCTTATGGCA AC7GGGGAGA GTGCACTAAG CTGTGTGGTG GAGGCATAAG 

AGGAGTCACC CGAATACCGT TGACCCCTCT CACGTGATTC GACACACCAC CTCCGTATTC 

TRL VVCQ RSN GER FPDL SCE 

TSPB 



AACAAGACTG GTGGTCTGTC AGCGGTCCAA CGGTGAACGG TTTCCAGATT TGAGCTGTGA 

TTGTTCTGAC CACCAGACAG TCGCCAGGTT GCCACTTGCC AAAGGTCTAA ACTCGACACT 

ILD KPPD REG; CNT HACP HDA 
TSP8 

AATTCTTGAT AAACCTCCCG ATCGTGAGCA GTGTAACACA CATGCTTGTC CACACGACGC 

TTAAGAACTA TTTGGAGGGC TAGCACTCGT CACATTGTGT GTACGAACAG GTGTGCTGCG 

AWS T. GPVJ SSC SVS CGRG H K Cj 

TSP9 

TGCATGGAGT ACTGGCCCTT GGAGCTCGTG TTCTGTCTCT TGTGGTCGAG GGCATAAACA 

ACGTACCTCA TG AC CGGGAA CCTCGAGCAC AAGACAGAGA ACACCAGCTC CCGTATTTGT 

RNV YCMA KDG S HL ESDY CKH 

TSP9 



ACGAAATGTT TACTGCATGG CAAAAGATGG AAGC CATTTA GAAAGTGATT ACTGTAAGCA 
TGCTTTACAA ATGACGTACC GTTTTCTACC TTCGGTAAAT CTTTCACTAA TGACATTCGT 



LAK PHGH RKC RGG RCPK W K A 
TSP9 TSP1C 



4 861 CC7GGC7AAG CCACATGGGC ACAGAAAG7G CCGAGGAGGA AGATGCCCCA AA7GGAAAGC 
GGACCGATTC GGTGTACCCG TGTCTTTCAC GGCTCCTCCT TCTACGGGGT TTACCTTTCG 

* 2 GAW SQCS V£C GRG V Q Q r HVG 

7SP1C 

4 921 TGGCGCTTGG AGTCAGTGCT CTGTGTCCTG TGGCCGAGGC GTACAGCAGA GGCA7C7GGG 
ACCGCGAACC TCAGTCACGA GACACAGGAC ACCGGCTCCG CATGTCGTCT CCG7ACACCC 

* 2 CQI GTHK I A R E 7 E CNPY 7 R ? 
7SP1G 

4S81 CTGTCAGATC GGAACACACA AAATAGCCAG AGAGACCGAG TGCAACCCAT ACACCAGACC 

GACAGTCTAG CC7TGTGTGT TTTATCGGTC TC7CTGGCTC ACG77GGG7A 7G7GG7C7GG 

* 2 ESE RDCQ GPR CPL Y7WR AEE 
7SP10 Tspil 



5 041 GGAG7CGGAA CGCGACTGCC AAGGCCCACG G7G7CCCC7C 7ACAC77GGA GGGCAGAGGA 
CC7CAGCC7T GCGC7GACGG TTCCGGG7GC CACAGGGGAG A7G7GAACCT CCCG7C7CCT 

+ 2 WQE C7KT CGE GSR YRKV VCV 

7SP11 

5101 A7GG CAAGAA 7GCACCAAGA CC7GCGGCGA AGGC7CCAGG 7ACCGCAAGG TGGTG7GTGT 
7ACCGT7CT7 ACGTGGTTCT GGACGCCGCT 7CCGAGG7CC A7GGCG7TCC ACCACACACA 

♦2 DDN KNEV HGA RCD VSKR PVD 
7SP11 

5161 GGA7GACAAC AAAAACGAGG TGCATGGGGC. ACGCTG7GAC G7GAGCAAGC GGCCGG7GGA 
CCTAC7GTTG 7T7T7GCTCC ACG7ACCCCG 7GCGACACTG CAC7CGTTCG CCGGCCACCI 

+ 2 RES CSLQ PCE YVW I7GE WSE 
TSP11 



5 2 21 CCG7GAAAGC 7GTAGT7TGC AACCC7GCGA G7A7G7C7GG ATCACAGGAG AATGGTCAGA 
GGCAC77TCG ACA7CAAACG TTGGGACGCT CA7ACAGACC 7AG7GTCCTC 77ACCAGTC7 

♦ 2 VPS W E L * 

• Termination codon 

* » m m 

52 81 GG7ACCGTCC 7GGGAACTGT AACCA7CG7C AGCTCAGCCA TGGCCTGAGA GTGGCAGAGG 
CCA7GGCAGG ACCCTTGACA TTGGTAGCAG 7CGAGTCGGT ACCGGACTCT CACCGTCTCC 

5341 GATGAG7GGA GGGATGAGTG CAGGAA7G7G GGAGAC77GA GGC7ACCCGC CCGATTTGCC 
CTACTCACCT CCC7ACTCAC GTCCT7ACAC CC7C7GAACT CCGATGGGCG GGCTAAACGG 

54 01 ACTGTGAACT GTG7GTTTTC 7GACAAGTCC 7CAGCTT7CC CAAGCTAGAA TTCCTTGTA7 
TGACACTTGA CACACAAAAG ACTGTTCAGG AG7CGAAAGG GTTCGATCTT AAGGAACATA 



54 61 GCAAAGCGGG AGAGATGTAA GAGATGGTCT CTAAGTCCCT TCAGGTCTAC ATTCTGTGAT 
CGTTTCGCCC TCTCTACATT CTCTACCAGA GATTCAGGGA AGTCCAGATG TAAGACACTA 



5 5 21 7CACC77GA7 G7CC7A7TGG CA7AAAGAAG AAA77A77AC AGGGGC7GCA AACTCA7AGG 
AG7GGAACTA CAGGA7AACC G7ATT7C77C 777AA7AA7G TCCCCGACGT 77GAG7A7CT 

SS 81 ATGCTGTGAG GTGCCTGAAG ACAGTTAAGT ATAAGAAAAT A77G7AG7GC CAGGGATACA 
7ACGACAC7C CACGGACT7C TGTCAATTCA 7A77C77T7A TAACATCACG GTCCC7ATGT 

564 1 ACAAGG AG AG ATGGCAACTG TGACAAACTA GCACA7GCTG 7G7GAAGGGA GCAGAA7C7C 
TGTTCCTCTC TACCGTTGAC ACTGTTTGAT CG7G7ACGAC ACACTTCCCT CGTCTTAGAG 

57 01 TTTCACTCCA GCTGTGGCCA TGCAGAAATG 7GG7C7AGCG TTACCAGACC TGA7TTTTCA 
AAAGTGAGGT CGACACCGGT ACGTCTTTAC ACCAGATCGC AATGGTCTGG ACTAAAAAGT 

5 761 AGAGAGGCTA AAAATCTGGA CTAGTATGTG AGATTTCCTA AC7TGAAAAT GGGGGCTGAA 

TC7CTCCGAT TT7TAGACCT GA7CA7ACAC 7C7AAAGGAT TGAAC7TTTA CCCCCGAC77 

|3 5 6 21 A7777TGG77 TTAAAACA7T G7AAGGGGCA AACAAACCCC 777CA7GAAC CAGA7G7G77 

^3 7AAAAACCAA AA777TG7AA CAT7CCCCGT 77G7T7GGGG AAAG7ACTTG G7CTACACAA 

*h 

^ 5 8 81 G7GCC7GTTT AACAAACAGC TTCAGAGGAA GAAAA7AATT 7TC7A7AATA TCCGAAG7AT 

|L! CACGGACAAA 77G777G7CG AAG7CTCCTT C7777AT7AA AAGATATTAT AGGCTTCA7A 

|n 5 941 C7CAAG7ACC A777777CAT A7A7CTTCCT G7GCACAATG CTTATCTAGA CCCT777TAA 

V| GAG77CATGG 7AAAAAAGTA 7A7AGAAGGA CACGTGTTAC GAA7AGATCT GGGAAAAA77 

f,^ PolyA Site 

====== 

6 0 01 7GG7AATAAA CCAGTAGTAA 7 CAT 



ACCA77A7TT GG7CA7CATT AGTA 
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FIG 5 




Figure 6 



1 2 3 4 5 6 7 8 9 10 
Size markers 
100 H 
75 M 



50 ^ 

— ADAMTS-SI 



30 p 



15 



Lane 1 His Ladder (Qiagen) 

Lane 2 Empty well 

Lane 3 Total lysate 

Lane 4 Unbound material 

Lane 5 Wash material 

Lane 6 50 mM Imidazole Eluate 

Lane 7 100 mM Imidazole Eluate 

Lane 8 250 mM Imidazole Eluate 

Lane 9 2nd 250 mM Imidazole Eluate 

Lane 10 Ni-NTA resin 



FIG. 7 



'42 



Unprocessed (180 kDa) 
Processed (147 kDa) 




191 kDa 



FIG. 8 

A 



B 




Lane 12 3 12 

Western Blot analysis of ADAMTS-4 and ADAMTS-SI cleavage of aggrecanase 
substrate. A, lane 1 = uncleaved substrate, lane 2 = ADAMTS-4, lane 3 = ADAMTS-4 + 
1 uM compound I. B, lane 1 = ADAMTS-SI and lane 2 = ADAMTS-SI + 1 uM 
compound I. 



